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Tl - Impaired healing response of periodontal furcation defects follovving flap 
debridement surgery in smokers - A controlled clinical trial 
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KW - K-ras mutations 
KW - Lung cancer 
KW - Marker 
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RP - NOT TN FİLE 

SP - 229 

EP - 239 

3F - Human Mutatîon 
VL - 21 
IS - 3 

N2 - of the various genetic alterations in lung cancer, the abnormalities of the 
TP53 gene (p53) are anıong the most frequent and important events. Because of its 
importance, many aspects of TP53 have been studied, including preneoplastic lesions 
and tp 53 as a marker for early detection and prognosis and as a therapeutic option. 
We summarize recent knovvledge of TP53 in lung cancer with a special emphasis on the 
relationship betvveen smoking exposure Ce.g, cigarette, ete.) and specific mutationai 
pattern of TP53 by analyzirtg the latest version of the International Agency for 
Research on Cancer (IARC) database on TP53 mutations in human cancer. Our analysis 
confirmed several other studies shovving significant differences in the frequencies 
of G:C to T.;A transversions betvveen ever-srrtokers and never-smokers. Furthermore, 

\vhen comparing the mutationai speetrum by gender, important differences were noted 
betvveen male and female never smokers. We concluded that the previously noted G:C to 
T.A transversions were mainly due to female smokers havina a nigh frequency of these 
changes compared to female never smokers. There was no relationship betvveen 
adenocarcinomas and squamous celi carcinomas independent of gender. we also examined 
the seven codons vvhich have been previously identified as hot spots, that is, the 
sites of frequent G:c to TA transversions in smoking,related lung cancers. However, 
there was no specific codon which was strongly related to smoke exposure desçite a 
moderate relationship. We considered the term "vvarmspot" may be more appropriate. 
While mutations of TP53 are frequent in lung cancers, further investigation is 
necessary to understand their role for lung carcinogenesis, especially as they 
relate to gender differences, and to translate our laboratory knowledge to clinical 
applications. [References: 78] 
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3F - ENVIRONMENTAL AND MOLECULAR MUTAGENESIS 
VL - 41 
IS - 2 

N2 - The carcinogenic effects of 1,3-butadiene (BD) , a Chemical widely used in the 
rubber industry, are thought to be due to its epoxide metabolites. in humans, these 
epoxides are detoxified predominantly by hydrolysis, a reaction nnediated by the 
microsomal epoxide hydrolase (mEH) enzyme. The mEH gene is polymorphic and the most 
common mEH coding-region variants detected in human populations are the two amino 
acid polymorphisms TyrllBHis and Hisl39Arg. Polymorphic amino acid substitutions at 
residues 113 and 139 in the human mEH protein can associate in four dişti net 
combinations: Tyrll3/HiSİ39, Tyrll3/Argl39, HiSİ13/HİSİ39, and Hisll3/Argl39. in 
vitro studies have shown that each of these genotypes has a unique mEH protein level 
that can affect net mEH enzymatic aetivity. in the current study, we examined the 
relationships among the genotypes involving these two polymorphisms and the 
mutagenic responses associated with occupational exposure to BD. we studied 49 
nonsmoking vvorkers from two styrene-butadiene rubber facilities in southeast Texas 
using the autoradiographic HPRT mutant lymphocyte assay as a biomarker of genotoxıc 
effect. We genotyped tne study participants simultaneously for both polymorphisms, 
using a multiplex PCR assay developed in our laboratory, and the subjects were 
assigned to a specific group based on the predieted mEH aetivity associated with 
their genotypes (low, intermediate, and high). in the study population, 67% were 
exposea to low BD level s of < 150 ppb (rtıeasured by personal badge dosimeters) and 
33% were exposed to > 150 ppb Cmean 2,244 ppb). in the BD low-exposure group, the 
mEH genotypes had no significant effect on the HPRT variant (mutant) frequency (Vf). 
in tne high-exposure group (BD > 150 ppb), individuals with genotypes associated 
with low mEH aetivity had a significant (P < 0.05) 3-fold inerease in HPRTVf (Vf +/- 
SEM = 13.95 +/- 2.15 x 10(-6)) compared to high-activity individuals (4.41 +/- 1.19 
XIV), and a 2-fold inerease in vf compared to intermediate-activity individuals 
(6.44 +/- 2.09 X 10(-6)). Our results indicate that mEH genotypes may play a 
significant role in human sensitivity to the genotoxic effects of exposure to BD. 

(c) 2003 wiley-Liss, ine. [References: 36] 
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Tl - Response to chemotherapy and expression of the genes encoding the multidrug 
resistance-associated proteins MRP2, MRP3, MRP4, MRP5, and smrp in childhood acute 
myeloid leukemia 
Al - 5teinbach,D. 

Page 5 


PM3006375939 


Source: https://www.industrydocuments.ucsf.edu/docs/izkj0001 



sarkar 


Al - Lengemann,3. 

Al - Voigt,A. 

Al - Hermann,!. 

Al - Zintl,F. 

Al - Sauerbrey,A. 

Yİ - 2003/03// 

Nl - DB - current contents 
PT - Article 
KW - Aml-bfm-93. 

KW - Disease 

KW - Drug-resistance 

KW - Expression 

kw - ın-vivo 

kw - Induction therapy 

KW - Lung-cancer 

KW - Marker 

KW - Messenger-rna 

KW - P-glycoprotei rt 

KW - Poor response 

KW - Poor-çrognosis 

KW - Protein 

KW - Southwest-oncology-group 
KW - Survival 
KW - Transporters 
RP - NOT IN FİLE 
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JF - Clinical Cancer Research 
VL - 9 
İS - 3 

N2 - Purpose: The family of multidrug resistance-associated proteins (MRPs) belongs 
to the ATP-binding cassette superfamily of transporters, whicn have the ability to 
■function as outvvard pumps for chemotherapeutic drugs. Thei r structure, function, and 
substrate specificity have been studied intensively, but 1itti e is known about their 
clinical relevance in malignant diseases. Experimental Design: in this study, the 
expression of the MRP2, MRP3, MRP4, MRP5, and SMRP genes was measured using TaqMan 
real-time PCR in 53 children with de novo acute myeloid leukemia. Nine patients were 
also analyzed in relapse. Results: MRP3 gene expression was higher in patients who 
did not achieve remission CP = 0.023). Expression of MRP2 (p = 0.09) or MRP3 (P = 
0.041) was associated with a lower rate of survival, and patients who expressed high 
levels of both genes had a particularly poor prognosis (P < 0.01). No significant 
association was found for overall survival or remission rate and the expression of 
mrp4, mrp 5„ and smrp. conclusions: This study provides first data on the clinical 
relevance of five MRPs in acute myeloid leukemia patients. The results strongly 
suggest that MRP3 and possibly also MRP2 are involved in drug resistance in this 
disease. Those two proteins tnerefore represent interesting markers for risk-adapted 
therapy and possible targets for the deve!opment of specifıc drugs to overcome 
multidrug resistance. [References: 22] 
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JF - Tobacco control 
VL - 12 
IS - 1 

N2 - Objective: Current prevalence of smoking, even where data are available, is a 
poor proxy for cumulative hazards of smoking, which depend on several factors 
inci uding the age at vvhich smokinş began, duration of smoking, number of cigarettes 
smoked per day, degree of inhalatıon, and cigarette characteristics such as tar and 
nicotine content or filter type. Methods: We extended the Peto-Lopez smoking impact 
ratio method to estimate accumulated hazards of smoking for different regions of the 
vvorld. Lung cancer mortality data were obtained froırı the Global Burden of Disease 
mortality database. The American Cancer Society Cancer prevention Study, phase 11 
CCPS-lll with follow up for the years 1982 to 1988 was the reference population, For 
the global application of the method, never-snıoker lung cancer mortality rates were 
chosen based on the estimated use of coal for househola energy in each region. 
Results: Men in industrialised countries of Europe, North America, and the Western 
Pacific had the largest accumulated hazards of smoking. Young and middle age mal es 
in many regions of the developing world also had large smokina risks. The 
accumulated hazards of smoking for women were highest in North America follovved by 
Europe. Conclusions: in the aBsence of detailed data on smoking prevalence and 
history, lung cancer mortality provides a robust indicator of the accumulated 
hazards of smoking. These hazards in developing countries are currently more 
concentrated among young and middle aged mal es. [References: 43] 

ER 

TY - JOUR 
ID - ZZ 

Tl - impact of smoking on cancer stage at diagnosis 
Al - Kobrinsky.N.L. 

Al - Kİ ug, M. G. 

Al - hokanson.P.l. 

Al - siolander, d.e. 

Al - Burd.L. 

Yİ - 2003/03/01/ 

Nİ - db - Current contents 
PT - Article <3> 

KW - Bone-marrow 

KW - cancer 

kw - cigarette-smoking 

KW - Disease 

kw - Head. 

KW - Lung cancer 
KW - Luna-cancer 
KW - Risk factor 
kw - smokers 
kw - smoking 
kw - Tobacco 

Pag e 7 


PM3006375941 


Source: https://www.industrydocuments.ucsf.edu/docs/izkj0001 



sarkar 


rp - not in file 
SP - 907 
EP - 913 

IF - lournal of Clinical Orıcology 
VL - 21 
IS - 5 

n 2 - Background: Studies evaluating the relationship between smoking and cancer 
spread are lımited. Methods: We studied the relationship between cancer stage at 
diagnosis (local, regional, or metastatic) and smoking history (current, previous, 
or nonsmoker). For lung cancer, patterns of spread were also studied. Results: in a 
tumor registry for eastern North Dakota, northwestern Minnesota, and rıorthern South 
Dakota, 11,716 cases were identified from 1986 to 2001. current smokers (relative 
risk [RR], 2.11; 95% confidence interval, 1.93 to 2.32; P < .001) and previous 
smokers (RR, 1.56; 95% confidence interval, 1.42 to 1.72; P < .001) had an increased 

risk of metastatic disease at diagnosis. current smokers (RR, 1.39; 95% confidence 

interval, 1.29 to 1.51; P < .001), but not previous smokers, also had an increased 
risk of regional disease. An increase in metastatic disease was most evident for 
prostate cancer (RR, 1.53; P = .003). An increase in regional disease was most 

evident for head and neck (RR, 3.53; P < .001), prostate (RR, 1.83; P = .030), and 

breast cancer (RR, 1.22; P = .005). Compared with previous smokers, current smokers 
witb metastatic lung cancer were more likely to have involvement of the brain (33.6% 
v 23.0%; P = .004), bone marrovv, adrenal gland, and pericardîum (24.79/6 v 15.9%; P 
= .004). Conclusion: Previous or current smoking is a risk factor for increased 
cancer stage in a wide range of malignancies. Further study is required to determine 
vvhether thıs association is causal . (C) 2003 by American Society of clinical 
Oncology. [References: 15] 
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EP - 926 

JF - lournal of clinical oncology 
VL - 21 
IS - 5 

N2 - purpose : we conducted this study because the duration of excess lung cancer 
risk amorıg former smokers has been inconsistently reported, doubt has been raised 
regarding the popu!atı on impact of smoking cessation, and differential risk 
reduction by histologic celi type after smoking cessation needs to be confirmed. 
Methods: The iowa women's Health study is a prospective cohort study of 41 T 836 Iowa 
women aged 55 to 69 years. in 1986, mailed questionnaires were used to collect 
detailed smoking bistory. Age-adjusted lung cancer incidence through 1999 was 
analyzed accordıng to years of smoking abstinence. Relative risks were estimated 
using Cox regressıon analysis. Results: There were 37,078 vvomen in the analytic 
cohort. Compared with the never smokers, former smokers had an elevated lung cancer 
risk (relative risk, 6.6; 95% confidence interval, 5.0 to 8.7) up to 30 years after 
smoking cessation for ali former smokers. However, a beneficial effect of smoking 
cessation was observed among recent and distant former smokers. The risk of 
adenocarcinoma remained elevated up to 30 years for both former heavier and former 
lighter smokers. Conclusion: The risk for lung cancer is ıncreased for both current 
and former smokers compared with never smokers and declines for former smokers with 
increasing duration of absti nence. The dedi ne in excess lung cancer risk among 
former smokers is prolonged compared with other studıes, especially fer 
adenocarcinoma and for heavy smokers, suggesting that more emphasis should be placed 
on smoking prevention and lung cancer ehemoprevention. (c) 2003 by American society 
of Clinical oncology. [References: 42] 
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EP - 173 

JF - International Journal of Urology 
vl - 10 
IS - 3 

N2 - Background: The purpose of this study was to determine the frequency of a 
polymorphisın of the candidate metabolic enzy me N-acetyltransferase-2 (NAT2) in 
Japanese prostate cancer patients and Japanese non-cancer Controls, in order to 
determine if an association exists betvveen NAT2 genotype and the accurrence, 
clinical stage and grade of prostate cancer. Metnods: in the present case-control 
study, 111 patients with prostate cancer and 152 Controls were genotyped for the 
NAT2 polymorphisın using the polymerase chain reaction-based restriction fragment 
length polymorphisın method. The NAT2 genotypes Çslow or rapid acetylator genotype) 
were determined by the combination of three knovvn NAT2 mutant alleles (Mİ, M2, M3) 
and the wild-type ali el e. Results: The NAT2 slow acetylator genotype was 
statistically rıigher among prostate cancer patients (17.1%) compared with Controls 
(8.6%) (Odds ratıon (OR) = 2.21; 95% confidence interval (CI), 1.04-4.69; P = 
0.0289). In addition, there was a statistically increased risk of prostate cancer 
among smokers with the nat2 slow genotype (or = 3.78: 95% CI, 1.48-9.66; P = 
0.0041). Furthermore, the NAT2 slow acetylator genotype was significantİy higher 
among prostate cancer patients with locally advanced and metastatic disease (22.7%) 
compared with Controls (8.6%) (OR = 3.14; 95% ci, 1.40-7.06; P = 0.0051). Lastly, 
the NAT2 slow acetylator genotype wa s significantly higher among prostate cancer 
patients with hiah-grade tumors (31.4%) compared with Controls (8.6%) (OR = 4.90; 
95% CI, 1.97-12,20; P = 0.0010). Conclusion: These data demonstrate that the NAT2 
slow acetylator genotype plays an important role in determining the risk of 
developing prostate cancer in lapanese men and is also associated with more 
clinically advanced and pathologically aggressive disease. Furthermore, a possible 
interaction between the NAT2 slow acetylator genotype and smoking status was 
suggested. [References: 34] 
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N2 - Thı's artı ele provides a personal account of the discovery of the induced 
synthesis of drug-metabolizing enzymes and of subsequent research that led to the 
discovery of multiple cytochromes P450 with different catalytic activities. The 
manu5cript also emphasizes the role of environmental factors Cin addition to genetic 
polymorphisms) in explaining person-to-person and day-to-day differences in rates 
and patnways of drug metabolism that occur in the human population. [References: 

137] 
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Tl - oxidative-stress markers in blood of lung cancer patients occupationally 
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RP - NOT IN FİLE 
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3F - Bİological Trace Element Research 
VL - 91 
IS - 3 

N2 - The study covered 152 lung cancer patients and 210 Controls. The results of 
the study indicated decreased selenium Cse) concentrations and lowered activity of 
erythrocyte antioxidant enzymes Cglutathione peroxidase, superoxide dismutase, 
glutathione-S-transferase) in the blood of lung cancer patients, as well as 
significantly increased concentrations of vitamin E in erythrocytes and 
thıobarbituric acid reactive substances in the plasma of the study population. Low 
plasma Se concentrations (< 45.7 &mu;g/L) enhance the estimated risk of lung cancer 
Çodds ratio = 3.047, p < 0.001). A more precise exposure assessment is requıred to 
identify the association between lung cancer incidence and occupational exposure to 
carcinogens. [References: 30] 
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n 2 - The apparent discrepancy between the reported preferential occurrence of 
bronchial carcinomas in Central bronchial airvvays and current dose estinıates for 
inhaled particles suggests that experimentally observed local accumulations of 
partici es within bronchial airway bifurcations may play a crucial role in lung 
cancer induction. Here, we computed three-dimensional partide deposition patterns 
in lobar-segmental airway bifurcations and quantified the resulting inhomogeneous 
deposition patterns in terms of deposition enhancement factors, whıch are aefined as 
the ratio of local to averaae deposition densities. our results revealed that a 
small fraction of epithelial cells located at cari nal ridges can receive massive 
doses that may be even a few hundred times higher than the average dose for the 
whole airway. This lends further credence to the hypothesis that the apparent site 
selectivity of neoplastic leşi ons may indeed be caused by the enhanced deposition of 
toxic particulate matter at bronchial airway bifurcations 
UR - http://jap.physiology.Org/cgi/content/ab5tract/94/5/1719 
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